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1/ 



Officii. J^T^^^^-fo 

r2:h, ^n^>. xt±«r;v^r;v-o- 
r3 : h, W^MT^** 
Hk2) 



v : cr5. XteMMH 1 

X : C R *\ IfH^, CR6aR6b^ XfiNR^ 
Y I CR7 N CR7aR7b N Xf*NR7c 

z : crK xizmmm* 

Kb 3] 

<Bb,X^CR 6a R 6b ,X«NR 6e ,R^Y*«CR 7a R 7b ,X«NR 7c ^-r«i:#«=i 

rK rs, r6, r7 a rvrz : m-Xtem%^x, h, ^ny>, >ta ~ 



Mb H 




R2 
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2002-203690 ^ ^-V: 2/ 

R7a, R7b^ ^z/R7c : IIJ— X{i^^oTR 7 ^|S|C^I*^^t-o 

{SU 1) Y^CR 7 ^!?, ^oX^CR^ &v*liZrt*CR 8 <*>ll3M±> R 7 ii> 

2) Y**CR7aR7b-e*0, ^X^NR 6c , XtiZ^CR^fi, R7a£tF 
/XJiRTbfi. R6c, j£v>iiR8fc — fi&£ ttT & J: 

3) Y^NR7ct$.^ ^oX**CR6 a R 6b ^cVM±NR6c, Xi* Z R8<7)Bf 
li, R7c« > r6c^ RSa^yf/X^R 615 , <&v>teR8t-#£&o-C, 

R6a&0?R6b N X{iR7a^.O f R7bii— fth^oti^or Sft^*^^*^- 

<aU R^CFs, R 2 ***!!^^^ V-X = Y-Z(i. 2-*/ i ;>2 
£144-^^7 9*f>Jatt©»6*IL CR5-CR6=CR7-CR8 > ifctt, 
N-CR6=N-CR8*fl*t4o ) 

[0 0 0 1] 
[0 0 0 2] 

1-^)o ^v>-ec:o 2 f ^'D N A±o7 > Kn y y - ^ - ^ v ^ > 

&3H::J:»K SEAT'S* Of£J8£f£3L$-£& (Prostate Suppl., 6, 1996, 45- 
51, Trends in Endocrinology and Metabolism, 1998, 9(8), 317-324) 0 
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M 2002-203690 A ^-"5> I 3/ 



[0 0 0 3] 

tt^s^u v e F-<Dmrrmn.ttmftm*giC2>^&%i t i>tix^2> (jpn. j 

. Clin. Oncol., 1993, 23(3), 178-185) 0 

-^fn^f Kf^ttS^tLt, 7;V^^K(#^BS 49-81332 
h K(GB 8221421, W0 95/19770) f 07v^7-'J Vm&fc&GM"? 

IC&V^T JiL H — R H T h t <7)#ffl«S^ 5 — JBfcWT?** (Nipponrinsho, 1 

998, 56(8), 2124-2128) o 
^fyBft-MfeWU W000/17163O^O$IHO— B&tfZizt frMk^tyXib *) , 

[0 0 0 4] 

#&9!obw«\ eh. m^r> Y^yymt Lxmm*. ffmv^^-^^ 

[0 0 0 5] 

[Mm * MVk-f &tzib <D^m 

*§&W%$> it, W000/17163tc^^$ fltz4t&yit<Dfflm&*M&:1r2>'< < &%ftf 
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4/ 



[<fc4] 



r2: h. Anyy, Xiite^r;v^;v-o- 
r3 : eu Xti^T;v^;v 
Mb 5] 



x : cr6. mmm^, cr^r & K x&nr6c 

Y : C R?> g&ISC^ CR7aR7b N X&NR7c 
Z : CR8, XteSMR* 
[it 6] 

fit, X^CR 6a R 6b ,XiiNR 6c ,WY^CR 7l R 7 \XttNR 7c ^ttftt =. 

R< R5, r6, r7^ &o?r8 : IWI-Xti^^oT, H. Any>, vTA - 
R 7 a> R 7b N j&zfRK : RJ— XI±H*o"CR7fcraC*l* i S:^-ro 




R2 



(I) 
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5/ 



iau 1) Y#*CR 7 -e&*K ^ox^cr6, j£w*z&CR&<omt. R 7 ^> 

2 ) Y^CR7aR7b-e^)J9 > ^oX^NR6<\ XiiZ/^C R8<7)B#(i. R7a£t>* 
3) YMR 7 ^^ ^oX^CR6aR6b^v^(iNR6c, 3?Ji Z R 8 tf>B# 
4*. R6a^u?R6b, X*±R 7a ;fttf R^H**: 4o"C»i^l^ftt* £ »* 

fit, R^CFs, Rfyfitomm*****. V-X = Y-Zi*. 2-*y;>* 
/cl^-^^^n'^WOi^ CR5-CR6=CR7-CR8, Sfcl±, 

N-CR6=N-CR 8 ^mf*i"^o ) 
[0 0 0 6] 

MIC. ^ft^Ottt^kLt, TfBHHE* (II) -C^^tt^'fb^ 



R2 

Rl;AnrA yTA &lT )V*)V-0-, &MT)l>*fr, Xtt^n^Vfi 

r2:h. /\n$*>\ Xi±«r;v^;v-o-) 



Mb 7] 




(M) 
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■M 2002-203690 



[0 0 0 7] 

tib-^ (iii) -CTFZti&fc&btfci*. *<DBJ&immfc 



V : CR 5 > Xit&MB=f- 

x : cr6 % mrnrn^ cr^r^K xf±NR&c 

Y : CR 7 > mmm*. CR7aR7b^ X{iNR7c 

z : crs, xitmrnm.^ 

Hfcio] 

{Hb,X*tCR 6a R 6b ,X«NR 6c ,R.^Y*«CR 7a R 7b ,X«NR 7c $^-ri#« — 
R4 N R5 % r6 n r7 % Jtih*R8: HU ^ny>, v7A - 

fiiR7W-C0- 
R6a^ R 6b ^ #.^r6c ; ^U^&oTR^IWICmBfc&^-fo 
R7a^ r 7b N Jl^R 7c : H— X«#&oTR7£pgCltefc£^1-o 
ISU 1) Yrt ? CR7-eab«9> ^X#CR 6 , ^ttZ^CRMtt, R 7 ii> 
R6^tiR8t— #££oT> tti&$*LT £ v>&t£^£3&& LX i> <fc v> c 




(III) 



R3 : H, Xlt&MTfl'**' 
[it 9} 
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3) Y**NR7c-c&»k ^oX3& s CR6aR6b^v^±NR6c, Xt± Z ri ? C r8<DB# 
fi, R7c(i > r6c^ R6a^^VX(iR 6b . 3&v>iiR8h — flwfc S#l£*i 
T 4) J: ^i^MLt *> J: v>o 

fcjs. R6a^t^R6b^ XfiR 7a 25.0 f R7b^-#i;^oTm«5^^^-r^t(i 
„ R6a^y?R6b % X»±R7a^0fR7bji— #t^o«<7)Zi^WtS: 



[0 0 0 8] 

Sfctfc. na— «W (Ilia) T-^^tL^-fb^Xii^^o 

Hfci 23 



0tL<«> J:IB— (I I I a) K33V>T, V-X = Y-Z#CH-CR 

6 = n - c h s -e om-c^ * 0 




R2 
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10 0 0 9] 

-*5$ (i) ^^n.^^m^<=>^x^'umir^ ^id^j, 

W l ism 6 ««iS»tt^ttoift*«l*«i*i-*o 

rti7;v*;vj tit, Ci_6T;v^;^T^i?> Sfit<ii^f;K .x^;k 

yntf;K r;ynt>, t e r t-W^^CH7;^;K 
^ur>KW:&Lfz&X-$>t), itf-t t< f*> hV7;vtn^fjK 2, 2, 2, 

[0 0 10] 

r— #t£o-c^&$*L-c& z^m&m.*j&jtot&} t\t, v-x-y-z-c 

L£ 2 Sffi-g-atfcSiBfc-t & o V - X - Y - Z 6 A9t IS^aiO-SiNI 

jyfcimcte. TiB-flfisS; (a) ~ (f) -c^$*L&x-e&& 0 
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ff*L<*±. (a) RV* (e) T^£*t&3£-C&&o 



-&5£ (a) ~ (f) f<7)A, BftUtt, 5X{i6M^fOXfi^l&fn^ 
C> E, F^te. m^MflM^'f&^H^ M#J!E^, iljf^T- 

5it?><£0 Xti^T-n^^f^i-^^. j&wl±R7a£ R7b^— froTZlS^ 
£3fMU M^R 6c ^VMiR8^-#:h=&oT±ffl^m (Dl<7)*) Xii^-r 
ni«LTUv^o E St & rafllH R 6a 3Ui R 6b <7>-# £ R 7c # f -# £ & o T 
_hfg^x n3|fc^j&-*-£ *\ 3&v>{±R6a£ R6b^— # & 0 tr^^ll L 

[0 0 11] 

^tnfhLtli> fcfny>*>\ tf^Vv^. fc?^9v>. v*3r^>. 
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o 

IB * *tf 5 x»i 6 m^ma^r- umx$>z> 0 

(a) -C^^^^^L-Cti, ^/TA ^V^TA.l, 2, 3-^>V 
f7^T7-^ ^tv*TA *y*-9-y>, ^>7f7 , /-;K 1, 3-vH 

(c) Xti (e) T^StL&atfcLtrtt, >f§^/ [1, 2-a] fcfVvVri* 

[0 0 12] 

t r v> x i> x v> 0 

t^rV, v77> -hn, fl£j|RT/Mf>K -OH. IftjftT/MrJl'-O 

„ F'j7^tn^w^f;K 2, 2, 2-h'J7;vtnxf;vi^f^^ 
©^ayyfi:li7;v%;^^f^, 7x-;vxxf;K p - — Fn7x-jvxx 
x/K 2, 4 - y x h n 7 x x;vx7> f ^ ^ 7 x x ;i/xx f ^-^ 1 - 1: Fn 
**sX?i/><i $ h\ 1 -t Kn+'^V'/h y 77-;^ fON-t Kn^y 

n # ^#>H7 )V*c)V^x 7- tiV^n ;w% 9 «f Kfc BCB £ e> 
^m^&&WMik$n*?> hij7*-W7-f>4 if^^Hfc-^ tN-7 



2003-3065548 



2002-203690 ^ ^-v : 11/ 

[0 0 13] 

^?n>m, =^*sl y^^w., ^w>@^ vy^m, m^m., 

K f fz (i^ v v ;v ^ n ij K^-cfc £ 0 

^k^<7)^a# : KJ^^#^tL^>'/n K9 LT(i> Prog. Me 

d. 5:2157-2161 (1985)lCifilR£*L-CV^«=. j£JH#m 9 9 O^J mm& 
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& 0 ^flcwjc*^ im*$w*, in^^^iDXfi^a^^or-e^i&^o 

1»7 3V. Xti2»T5>, OH. COOH»i:JS"Cl4*-e*^ tffl^L 
Tli0HiO7 p n K^y^LTt*. «*.ur-OC (O) -1E&3*tT *> *vH£ 

^r;v^;v-c (o) or (RiiHXiMTJ^^t^t, J^Traflft) ^ -o 

C (0) -H^tt-Tt J:v*i&jttT^-k>-C (O) OR. -OC (O) - 
fi&s^-cfc j^tv-zk -oc (O) -»7^^JV-0-«7^^^- 
C (O) OR. -OC (O) -C (O) R. -OC (O) -«ft£*LT* *vMft 

0t;v^;k -0S02-e^^^^^ v ^^*^ ;1/ ^ ;v - c ( 0) 0IU ~° 

[0 0 14] 
[0 0 15] 

Mki 4] 

X 




N = 



(ID * R3 M 



-Y 



(III) 



(I) 



[0 0 16] 
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i J: i) ^rt-e-r vm-f (I) i & 

MCDIK ^7x-m*'J ;V7v K(DPPA), yxf;v^^'Jjk/7^K^ 

fjV^^AT^ K(DMF). N,N-^^f^7-bb75 h\ N-^f;Vt?n'J F^v 

„ t'n'J^, ;i/f-i^V> =ri;v>, l,8-y7ft'">7n[5.4.0]7>f7-7 
(DBU) > 1 [4.3.0] / >-5-^> (DBN)> 1,4-vT 
n [2.2.2] >-(DABC0K l,4-v?^f ^ti^7^^ *ffttby 
*J A (NaH) ^ Vf7A^V7 , at>7< KODAK JSafcfr 1 ;*-^ &HHr~>*A 
. > V 7A, £fc8kjc3£f- > y ? A & ^<7>^<0#£TK:Rj£$^&O:^ 

7*n * vvrnzmmmwimm, is-? i5-^77>-5^^^5 
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TProtective Groups in Organic SynthesisJ H 2 J&KfaffcO^^&^f & 
[0 0 17] 



Mfcl 5] 




R4 V v 

R\ \ 0 V x 




z 

R3 

R3 (IV) R2 * (I) 



CDI, DSC, 7x^;v^nn*-^t-ht/:li»fWTOM 



(VI) "'' 
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^mm&x^m-r&tt&yddDte, fl^tKv)&2,5-h ^v*^^^? 

fcli*OM-11Jjait»ff(VI)a:RJE&$*, MJfc&J&KJ: »)«RII(P)S:iSfe 
* Lm& Z # & o i OBbteSMttt* (VI) & ffi v> & i frc X «9 
(II)**^J®iri6t?**« 3fc#«t3:&(VI)£LT, P^TV;K ^>v;V> tert-y 
h^v*;v>K-;voflS#«^"C*^o * fc(VI)# ? v-t^#Xi;i:2,5-h . 
v ;nf ^ 7 v y (DWi&i* . ^it^t^Ti^aS^ff ^ i ^ «^ 

ihCi^ ft^Mtefc (II) ri*-C£&o i<OJ:-9*^4MMO^fc 

LTJ±, DAICELttO^^tJ* 9 ACHIRALCEL 0H-H<£> i 9 4rB£5BO^flHt* 9 

%m, II, 1990^P760^^gB«$tLTV^ o ft. RJfr£l&LT\ (VI) 4: 
^'fVy'n^if^Tr/, N.N-^^f-^T — i ; tfy^>, DMAP, If ay 

>\ ;v^>\ l , 8 - if* h y ^ ^ y i-y 9 v dbu. dbn^ dabco, l 

DA*^0^«03fe, XfiNaH, £tBWry*A % ^m^hy^A, ^§*;Vy-^A 
> mmmy-^Vy^ 7Km<b^ h y ^A^iiti^ftT 

^&Zti>%f-MX*$>t)^ Z<D X -5 LTYang, Bryant H. ; Buchwald, Steph 

enL. Journal of Organometal 1 ic Chemistry (1999), 576(1-2), 125-146^ 
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*&«*©RjBtt«»» (v,,l) (IX) (X) 

»-*fe-effiffli-s (iii)oRjE&tt»**o^fco-c*&-f v ->r^- b (ix) 
* «? w v/7t- h (ix) ^ t ^&~f & -yz^M-h^M^ %> o - 

9 J*t9 v—Wfrii—ftl— h (DSC)^. vtert-y^-^v^*-^- h***^ 
4 -(N.N-^^T 5 y) v>(DMAP)^I^^W^f ^>tL^, 0 
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Hfcl 8] 




Kfo^tZ ZtKi.*). ZtzltM&VJ VvTt- h (IX) ^#ST^3-;H £ 
[0 0 18] 

CD omti. ir&^&Kf&^tt-r - ^ k * *> - ^ *> ^ * * ° 

JMMMU*. »tB> «*. <MMk *t^> Wttft* w^^ 97 
1^^^^= Mil?. *Wlttfltll*S4«tt*aRt * i i: K i 0, 
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Ctlt^^tt^^ IflPt4^MAl B^0.01~50mg©E. *S 
PlS!40*^lSAl B^0.001~5mg@Jg"t»ab*K itt* 1 0-C> £>&v>f;i 2 ~ 

J#ttW07^VAft)IUUV^ 

«9J^*3fc*IIMPk -HUKW, JPfeflk I^PJSt^LT^tUK 
[0 0 19] 

1-1 

4-[(2S, 5R)-4-^v>-2, S-'^f/I'W^J'-l-^]- 
(2R, 5S) -1— ^■;VtT^9> ? >'10.0g«ODMI25ml^ 
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l^T-b h - h 'J ;V25ml?§i&l~2,4- v7JVtD^>V- h 'J ;^8. ^g&t^^-fe v 
<yA31.9g£fl[I;U 120^^2 B^tfCo E)S^^m^^^^iOX.^7K^ 

y'J*m7A^n-7f777^-elIU ^^r-9-y-@^m^^(85 I 15, 
v/v)v#ffi3B&> ^ n n hm&foiff ^Mit^A. 84g£#7 v c 0 

NMR(DMS0-d6) : 0.98 (3H, d, J=7), 1.14 (3H, d, J=6), 2.25-2.36 (1H, m), 2 
.70-2.82 (1H, m), 2.98-3.12 (1H, m), 3.27-3.36 (1H, m), 3.50 (1H, d, J=l 
4), 3.55-3.69 (2H, m), 4.00-4.18 (1H, m), 6.78 (1H, dd, J=2, 9), 6.87 (l 
H, dd, J=2, 15), 7.20-7.40 (5H, m), 7.55 (1H, t, J=9) 

##M 1-2 

4-[(2S, 5R)-4-^>y>-2, 5-yp«f^^7yV-l-^f^]- 

NMR(DMS0-d 6 ) : 0.98 (3H, d, J=7), 1.14 (3H, d, J=6), 2.24-2.39 (1H, m), 2 
.76(1H, dd, J=4, 12), 3.27-3.36 (1H, m), 3.50 (1H, d, J=14), 3.55-3.69 ( 
2H, m), 4.06-4.20 (1H, m), 6.91 (1H, dd, J=2, 9), 7.06 (1H, d, J=2), 7.2 
0-7.41 (5H, m), 7.61 (1H, d, J=9) 

[0 0 2 0] 
###1J 1 - 3 

4-[(2S, 5R)-4-^>y>-2, 5 1 ->fA']- 
2— ^ "f->w* > V— b 'J A" 

( 2 R , 5 S ) - 1 > Vfr- 2 , 5-y^f)V^7^>3. 81g<£DMI20ml}# 
mz. 4 - "7;v* n - 2 - ;* V~ b 'J A-3. SOg&tfv^ v :/n tf ;vxf^ 

r^>7.27g^jn£, mm*2\o°cx«2uM$^tzo m^mmmm^^^t^ 

»^y'J*yiV*7A^n-7h^77^--eillU ^^-y-tWi^^ 
(85 : 15, v/v)Wi ^®fl^tU.50g£@#^ LT#7^ 0 
NMR(CDC1 3 ): 1.07 (3H, d, J=7), 1.18 (3H, d, J=7), 2.29-2.36 (1H, m), 2.4 
6 (3H, s), 2.87 (1H, dd, J=4, 12), 3.03-3.14 (1H, m), 3.24-3.32 (1H, m), 




ffitiE# 2003-3065548 



2002-203690 ^ 20/ 

3.36-3.45 (1H, m), 3.58 (1H, d, J-14). 3.64 (1H, d, J-14), 3.86-3.98 (1 
H, m), 6.61-6.68 (2H, m), 7.24-7.45 (6H, m) 
##M2 

4-[(2S, 5R)-2, 5-V*?-)V\Zs<.*7W-\-4)\<'\-2-*?-*"<y 
V*- h V JU 

4-[(2S, 5R)-4-^>^>-2, S-v^^H^^V- 1 — 
2_ p {^-;v^>'v^ > ij ;n.81g^v^nn^^.>50mHw^^L. l-^nxf;v 

llg«r#fco 

NMR(DMS0-d6) : 1.03-1.09 (6H, m), 2.37 (3H, s), 2.45-2.53 (1H, m), 3.05-3 
.22 (4H, m), 3.70-3.82 (1H, m), 6.75-6.81 (1H, m), 6.83-6.88 (1H, m), 7. 
47 (1H, d, J=9) 
[0 0 2 1] 
3-1 

(2R, 5S) -4- (4-y7/-3-7Hn7x-;v) -2, 5-v^ 

(2R, 5S) -2, 5-^^^^e^9^>-l-*^^>^tert-y^-^9.7 
4gODMI25mlS.O f T-fe >-H; ;V25mH#$LK2, 4 ^*n^> V- h 'J /W5g 

&tf^*S'*A11.4gfcijn*.. 120^^2 S^#L /wo KJEB»ift4r*»ci5iXb, 

-c«»u ^^-9->-^^;v(80 : 20, v/v)^ffiSB<fc «9^^ft'B-%4.66g 3 M# 

/Co 

NMR(CDC1 3 ): 1.16 (3H, d, J-7), 1.23 (3H, d, J-7). 1.49 (9H, s), 3.23-3.4 
8 (2H, m), 3.75-4.06 (2H, m), 4.17-4.30 (2H, m), 6.50 (1H, dd, J=3, 13), 
6.58 (1H, dd, J=3, 9), 7.40 (1H, dd, J=8, 9) 
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##$J 3-2 

(2R, 5S)-4- {4-y7y-3-h'J7^tn^f;i/7x-^) -2, 5 
-y^f;V^7^>- 1 tert-T^V 

NMR(CDC1 3 ): 1.17 (3H, d, J=7), 1.24 (3H, d, J=7), 1.49 (9H, s), 3.27-3.5 
0 (2H, m), 3.70-4.06 (2H, m), 4.31 (1H, br s), 4.50 (1H, br s), 6.91 (1H 
, dd, J=3, 9), 7.06 (1H, d, J=2), 7.62 (1H, d, J=9) 
###!] 3-3 

(2R, 5S) -4- (3-^n-4-y7;7x-;v) -2, 5-v^;V 
\£s<? v>- 1 tert-^f"^ 
FABMS 349 [M+H]+ 
3-4 

(2R, 5S) -4- (3-7-n^-4-'>7/7x-;V) -2, 5~vV^;V 
tf^^>>">- 1 tert-"7^;V 

NMR(CDC1 3 ): 1.15 (3H, d, J=7), 1.23 (3H, d, J=7), 1.49 (9H, s), 3.23-3.4 
5 (2H, m), 3.70-4.10 (2H, m), 4.31 (1H, br s), 4.50 (1H, br s), 6.73 (1H 
, dd, J=3, 9), 6.99 (1H, d, J=3), 7.44 (1H, d, J=9) 
###!J 3-5 

(2R, 5S) -4- (4->7/-3,5-yWn7x-;V) -2, 5- 
^f;vt?^V>- i tert--7*?-;i/ 
FABMS 352 [M+H]+ 
3-6 

(2R, 5S) -4- (3,4-yy7;7x^) -2, 5-y^f^^7 
1 tert-^-'V 
NMR(CDC1 3 ): 1.18 (3H, d, J=7), 1.23 (3H, d, J=7), 1.49 (9H, s), 2.73 (1H 
, dd, J=4, 13), 3.11-3.19 (1H, m), 6.97 (1H, dd, J=3, 9), 7.07, (1H, d, 
J=3), 7.57 (1H, d, J=9) 

[0 0 2 2] 
#fM4-l 

4-[(2S, 5R)-4-^>y>~2, 5 -y7f ;Hi'^7^>- 1 
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2-^ b^->^>v*-h Vfr 

4-[(2S, 5R)-4-^>^V-2, 5 -v^^Vfcf^^V- 1 -4 

2- y ;V * n ^ > h- U A-5. 17g : l:THF20mlSLtJ f ^ * / - ;V6ml U *° * v 

•7 A tert-yh^vF9.83g^]!jP^. -tlS^t^t^o acB#»KUS«a 

^57^ --cifi^u ^-9->-i£m^M80 : 20, -v/v)^ffig&£ ^O^Mfc 

NMR(DMS0-d6): 1.01 (3H, d, J=6), 1.13 (3H, d, J=6), 2.24-2.34 (1H, m), 2 
.73-2.84 (1H, m), 3.00-3.12 (1H, m), 3.26-3.36 (1H, m), 3.46-3.58 (2H, m 
), 3.65 (1H, d, J=14), 3.86 (3H, s), 4.05-4.19 (1H, m), 6.46 (1H, d, J=2 
), 6.52 (1H, dd, J=2, 9), 7.20-7.42 (6H, m) 

4-2 

(2R, 5S) -4- (4-y7;-3-^^>7x-;v) -2, 
;vtf^^v> - 1 tert-^;V 
FABMS 346 [M+H]+ 
4-3 

4-[(2S, 5R)-2, 5-v^f;V^7y>-l-^v]-2-7^n- 

6-7 h h 'J ;v 

###!]4- 1 £|WJ#K4-[(2 S, 5R)-2, 5-v7f-;Vfcf^9> ? >'- 1 - 
;v] - 2 , 6-v7;vtn^>7-h V ;VS.<^ 1 ^»<7>^ ^v 1 )^ tert-7* b 

FABMS 264 [M+H]+ 
4 — 4 

4-[(2S, 5R)-2, 5-v ? 7f-;Vtf^^^^-l-^^]-2, 6-v7 h 

#%#U4-1 t|SI^C4-[(2 S, 5R)-2, 5 - ^f^^5*^>- 1 - 
>OV] - 2 , 6-y7;vtn^>7^h U ;V^.t>'4. 6flO *° * v -7 A tert--7* b 



miE# 2003-3065548 



2002-203690 ^ ^-2? I 23/ 

FABMS 276 [M+H]+ 
[0 0 2 3] 

###!)5 

(2R, 5S) -4- (3-tert--7'h^v-4-vTy-7i^;V) -2, 

(2R, 5S) -4- (3-7Jl/tD-4-y7/7x-;V) -2, 

v>- 1 -#/UsK>Bfc tert-7*^-;V 3. 12g£THF20mllC}#fi|U *°?v 
*A tert-7h*~>K1.40g£inx.. — ^dJD&MSiELfco RJtS»*Jwft|P«lftr 

A T?f£» Lfc^ »»«r®* L«Mfrfr0tU. llg£#£ 0 

NMR(CDC1 3 ): 1.13 (3H, d, J=7), 1.24 (3H, d, J-7), 1.46 (9H, s), 1.49 (9H 
, s), 3.18-3.40 (2H, m), 3.70-4.05 (2H, m), 4.25-4.60 (2H, m), 6.46 (1H 
, d, J=3), 6.53 (1H, dd, J=3, 9), 7.37 (1H, d, J=9) 
###!] 6-1 

4-[(2S, 5R)-2, 5-vV^;Vt?^7> ? >-l-'f;v]-2-7;l/^n^ 

(2R, 5S) -4- (4-W-3-7WD7x-^) -2, 
/Hf^9S»- 1 -fc/utf^Bfe tert-7^;H5.0g£y^nn^ *>15QmlKig# 

NMR(CDC1 3 ): 1.20 (3H, d, J=6), 1.21 (3H, d, J=7), 2.70 (1H, dd, J=4, 13) 
, 3.04-3.13 (1H, m), 3.22-3.37 (3H, m), 3.65-3.78 (2H, m), 6.59 (1H, dd, 
J=2, 13), 6.62 (lHdd, J=2, 9), 7.40 (1H, dd, J=8, 9) 

###16-1, 6-2, 6-4fi> ###!)2 bWl$ft<Dj5mz£ i>&J& 
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6-2 

2 _^on-4-[(2S, 5R)-2, 5 *-/H^«? 1 -4 

NMR(CDC1 3 ): 1.16-1.22 (6H, m ), 2.69 (1H, dd, J=5, 13), 3.00-3.36 (4H. m 
), 3.64-3.74 (1H, m), 6.75 (1H, dd, J=2, 9), 6.87 (1H, d, J=2), 7.46 (1H 
, d, J=9) 
###U 6-3 

2 _7o^-4-[(2S, 5R)-2, 5 - f^f^9^V- 1 ->f 
y* - > ij ;V 

NMR(CDC1 3 ): 1.17 (3H, d, J=5), 1.20 (3H, d, J=5), 2.71 (1H, dd, J=5, 13) 
, 2.99-3.09 (1H, m), 3.22-3.35 (3H, m), 3.62-3.76 (2H, m), 6.79 (1H, dd, 
J=3, 9), 7.05 (1H, d, J=3), 7.44 (1H, d, J=9) 
##00 6-4 

4-[(2S, 5R)-2, 5-v^^-;Vtf^7V>- 1 -4fr]-2-* 

NMR(CDC1 3 ): 1.12 (3H, d, J=6), 1.17 (3H, d, J=6), 2.69 (1H, dd, J=6, 12) 
, 2.89 (1H, dd, J=6, 12), 3.16-3.32 (4H, m), 3.48-3.59 (1H, m), 3.90 (3H 
, s), 6.41 (1H, d, J=2), 6.51 (1H, dd, J=2, 9), 7.39 (1H, d, J=9) 
6-5 

2-tert-7h*~>-4-[(2 S, 5R)-2, 5-^W^y>-l- 

NMR(CDC1 3 ): 1.11 (3H, d, J=6), 1.17 (3H, d, J=6), 1.46 (9H, s), 2.60-2.7 
6 (1H, m),, 2.78-2.92 (1H, m), 3.13-3.35 (3H, m), 3.40-3.55 (1H, m), 6.6 
0 (1H, d, J=2), 6.65 (1H, dd, J=2, 8), 7.39 (1H, d, J=8) 
6-6 

4-[(2S, 5R)-2, S-vV^ve^v^- ^]-2, Q-Vyfr 

FABMS 252 [M+H]+ 
6-7 
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4-[(2S, 5R)-2, 5-y^f^^7^/-l-^^7^-HJ^ 
NMR(CDC1 3 ): 1.21 (3H, d, J=5), 1.23 (3H, d. J=5), 2.73 (1H, dd, J=4, 13) 
, 3.11-3.19 (1H, m), 3.29-3.39 (3H, m), 3.73-3.84 (1H, m), 7.00 (1H, dd, 
J=3, 9), 7.09, (1H, d, J=3), 7.56 (1H, d, J=9) 
6-8 

4-[(2S, 5R)-2, 1 -^;v]-2 -{YV 

FABMS 284 [M+H]+ 
[0 0 2 4] 

###3 7 

6 _ ( i; y }]/ u * \£ V ~J y-3- JfriJ ^ YWL* 

6 _ ( i; 7 fl,* n ;* *f-)l>) e 'J 5> > -3- T 5 >3. 00g& tf U V > 15ml fc&JSI U 

tK^T^ tr n f-M. 1ml & JUx. 2 R#W«#Lfco RJS&ifcfc*. 

ft LT^fb^ttf. 88g£#fc 0 

NMR(CDC1 3 ): 3.82 (3H, s), 7.39 (1H, br s), 7.65 (1H, d, J=9), 8.16-8.22 
(1H, m), 8.58-8.63 (1H, m) 
###18 (###0 7 <D%m) 

6 _(pj 7 ^n^f^)-3f >mi. 91g«:ff*^/l' U h U x ^"^7 
^ >1.52g&OTPA3.03g£#nx.. 3P#IBI«#Lfco l^*W*;Rtf 
tfeif-U »«*e*UT, 6-(h 'J 7 JV t n ^ f ;v) ^ n f y § 7 y K2. Og«: I 
ttfcLTWfco »fe*LfcBlT^K* h^^OmlK^U 30:fr»}IsiE U5--T 

y-;Hml*inix.ll^lBtR#Lfco RJ&?§f&£7tofeU tott*!*^* 

[0 0 2 5] 

##$! 9 - 1 

60XNaH762mg*^— r;V25mHCfflS»t. ^T^^^OgfciST Lfco 
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012 0 0 2 - 2 0 3 6 9 0 ^ 



7A^n7f^77'f-i:#U H*t*-;i/-^*-9->(3:7, v/v)i§ffig&£ «m 

NMR(DMSO-de) : 1-34 (3H, t, J=7), 2.71 (3H, s), 4.36 (2H, q, J-7). 9.12 ( 
2H, s) 

9-2 

NMR(DMS0-d6) : 1.33 (3H, t, J-7). 1.38 (9H, s), 4.37 (2H, q, J-7). 9.19 ( 
2H, s) 

9-3 

NMR(DMS0-d 6 ) : 1.04-1.22 (4H, m), 1.33 (3H. t. J-7). 2.25-2.36 (1H, m). 4 
.35 (2H, q. J=7). 9.05 (2H, s) 

[0 0 2 6] 
##08 1 0 

4_- 7; v^-n-2-^-f->'V^^V— h U ^ 

1 _^n^e-4-7;W^n- 2 -p^V^^-tf >10g£DMF20mHC^#U 7fc0.2ml 

SrJPx.fCo ^v^r;v^>^T->r>'^l&3.72g^m.r-^(v ? "7 3i-;v 

7^7^)7xn-b >484ngSU r b U * >^ 7* h » v^7y7 
A484mg**nx., 140*C*CT2WF««»tfco J50&*«***U *ftT>*-f 

NMR(DMS0-d 6 ) : 2.50 (3H, s). 7.21-7.31 (1H, m). 7.35-7.43 (1H, m), 7.88 ( 
1H. dd, J=6,9) 
###81 1 
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(2R, 5S) -4- [4-y7/-3-(h'J7^n^f-;V)7x^]-2, 5- v ^ ^ * 
h i;**yvi.l5g£S>?nn,* * >30mHI^ML, 7 Jci$T4-[(2S,5R)-2,5- 

v ^ t?^9 v > - 1- -r -2- > y 7 n ^ > v~ h v ;v3. og& 

tFH;^;VT^ yi.62ml<Ov? nn^ ^ >30ml?#f&£?&TU 1 B3f#Lfco 
£ , ^M4fc^$rt.44g£|te£.$fcfci: LT#£o 

NMR(DMSO-de) : 1-07 (1.3H, d, J=7), 1.11 (1.7H. d, J=6), 1.23 (1.7H, d, J 
=6), 1.25 (1.3H, d, J=7), 3.40-3.58 (2H, m), 3.70-3.96 (2H, m), 4.32-3.5 
8 (2H, m), 7.18-7.30 (2H, m), 7.86 (1H, d, J=9) FABMS 346 [M+H] + 
12-1 

2-*^)V\sv a. v>-5-7>;v^^m ^;V2.9g£^*^-^30ml:£J:tflM7K 

FABMS 139 [M+H]+ 
##tf!J 12-2 

2-tert--7^;Vli 01 ; ^ y>-5-*JV'f >K 
FABMS 181 [M+H]+ 
##^J 12-3 

FABMS 165 [M+H]+ 

[0 0 2 7] 
##M 13-1 

4-7;V*n-3-*;V^;W^V'-> i ;>'W.5g> ^7> i ;^^2.0g, ^I^^v- 
'~7*X4A2.3g£ u-/n^>#;l/**3rW ^ ^3 Fi£^:!&1.7g&T-t h 
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- ;l/60mHlSiU 6BMlttfco ^tJ^»JL, itJi£iftfci L£o 

2, v/v)itibg&£ ^ ^mib^220mg&^@#£ b-C#rfr 0 
FABMS 196[M+H]+ 

13- 2 

FABMS 170[M+H]+ 

14- 1 

2- v ^ n if/Mr^y >-6-# h V ;v210mg£ J; tF7j*ffc# V A450m 

2-7°n^NV-;i-8mi2g.o f 7Ximnc^L. — 3tfjn&*iftLfc«» arafc&inx.i&!» 

FABMS 215[M+H]+ 
14-2 

O 

FABMS 189[M+H] + 
###0 1 5 

2-^nn-6-^bn^/^t'J vi.l6g&THFl(tanc$g#U Vy-)A^ h^vFl 

FABMS 206[M+H]+ 
[0 0 2 8] 
1 6 

2-=e;v* 1 J 7-6-— hn^y > 

2-^nn-6-^fn^/^rt'J y\. 16g£THF10mlKi§fl¥ U •=e/l'* , J >20ml£;&n 
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FABMS 261[M+H]+ 
17-1 

2-7 h^y^r/^rt'J > 

£ tffl&fu&ft r > - * a & in x. Jn^^^ t £ o 7Fm®**7J 

;v(100 : 1, v/v) J: i)^«ft£W70mg&ftfco 
FABMS 176[M+H]+ 
##^0 17-2 

##0017-1 tRfifcfc. 2-WJ^/^t'J>-6-7r/W;, 
FABMS 231[M+H]+ 
17-3 

^mWl7-ltMWil~, 2-=e;v*y ;-6-^bn^; y >%M7GLT2- ; e;v*y ^ 

FABMS 230[M+H]+ 
##M 1 8 

>r ^ ^ v[i, 2-a] tf y y > - 7 - # vm. 

4 \ WW, 2-a] Vf U v > - 7 - i3 ^-;V-866mg^ *9 J — ;H0ml K'feM 

u 1 mmiti- v y * A*»$K5mi £jnx.— t ^ c mmm5mi ^m^mm 

^^530mg^#/w O 
FABMS 163[M+H]+ 
[0 0 2 9] 

mmm 1 - 1 
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(2R, 5S) -4' -yT/-4-(4-y77-3-7^n-5-^ 

4-[(2S, 5R)-2, 5-^f^^V> - 1 ->f ^]-2-7;W*n-6 
- ;* > * > V- b V ;V500mg£ T^h-bU ^20ml U 

^-_ h ^>>/-h i ;;v274mg^J!jnx.> ^^rm^WL^o L 

^;v(85:i5, v/v)^mU MMk^W535ngS:»fco 
HiftA! 2 - 1 

(2R, 5S) -4-(4-y7/-3, 5 -v7^tn7x-;V)-N-(2- 

2-7;vtD^V-3f> $?875mg £ Mt ^ >V20ml U * * If U * * n V 
KO. 76ml®. t^DMFO. 01ml *inx> £iftfc-C30fl*#Lfco Lfcfc. W 

K*IB*^*20mlfc»#U MTV^7A7y Kl.Olg&JllX-. MiaiCT2fl# 

ttfefe »«*«*tfco ww^fcinx., #jr«£@*U 2-7;Vtn>f7 
-nf>f7'7K^o #^tL/^TvK* h ;V^>30ml*30^j(ra^3SmL, 

4-[(2S, 5R)-2, S> *]-2. 6-y7;VtD^>^ b V /H. 

3 - 1 

(2R, 5S) -4-(4-v7>'-3-7^n-5-^h i fv7x-;V)-N 
2 -y^nynejVtfy ^ v>- 5 -*^5jf>H374fflg*ftMl^^l0iiiHCSRjS3 
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L, > 'Jxf;V7 5 >345mg&U ? T>PPA690mg£j!jnx^ ^aiCT2l^ra«#tfco R 

*S*L^o Mw^>£ifll;l> *H&*«*U 2-v*n"7°nfc?;vfc: 0 'J ^ v>- 
5-*^#>t7^K*ftfc 0 # £> tt^^T v K * h >20ml U 30^ 
iMWkMtiL Ln 2- v * n yn tf ;V-5-W WTt-MfV?^^ SEJft t „ KJ^ 
Lfco 4-[(2S,5R)-2,5-v^^^e^^^>-l-^f ^]-2-7^*n-6- 
^ h 'J ;^500mg£l1^^f-;V3inn;:i#fi?L> Htf^^RJS^^^T 

ft, MfcTi8B*m»#L;fco EJS*«*«*U »e>*tfe«9«rSr">i;*^n/ 

*7A?D7f^77^f-t:#U **y-;i/-*nn*/UA(3:97, v/v)?#ai 

0<b^626mg*#fco 
[0 0 3 0] 

(2 R, 5 S)-4'-(l-y7/^nynb»-4-(4-y7/-3-7;V 
^- n _5_Pt h ^, >:7j ,-;v)_2, 5 -v^^H^^V- 1 -fc/^^Mf- 
i; K 

1 _( 4 _ T ^ ;7i-;v)y^ D7'da , >*;v*- b 'J ;l/475mg£ t? V P>10m\K 
7KWnn7x-jV*-**t- h493mg£#!lx> ^afcT24H#KI*# 
Lfco ^v^4-[(2S,5R)-2,5-v^^;V^^^>-l-^^]-2--7;V^n-6-^ b 
* V- b V ;V790mgCO If 'J i?>m®5ml*ffiTL, lQOVKXimmnWl<tz 

;v*5A^n7f^77^t:#U ^m^^-^*^"' (1:1, v/v)?#ffi£PJ: 
«®4fc^751mg£#*:o 

Hi&1$I5 

(2R, 5S) -4' -v7^-4-(4-v7y-3-h'J7;Vtn^f;V7 
i-;V)-2, 5 ->>V^;V-2' - h 'J 7^*n^ > ^if^^V - 1 - * 
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60XNaH185mg«rDMF10mHwjS»L, l?ai:t4-7^-3-(h V 7^tn^ h*v) 

(2R, 5S) -4- [4-V7/-3- (fV7^n^f^) -7^;V] - 
2> 5 -v^^;vti^^i;>- i-jd^^n'J K1.33g«rDMF30mH-»»U 

19. 3»ffrfr»1.08g*:»fco 
[0 0 3 1] 
*tt«6- 1 

(2R, 5S) -2' -y7/-4-(4-v7y-3-^^>7x-;V)-2 
5-v^-?-;v-5' - f ij 7 n ^ f ^ > - l - * 'J F 

60%NaH80mg&THF10ml «rg U Sfflfc-C2-7 5 ^-4- h V 7;Vtn^fi^>V 
- h >; ;l"337mg£;&n^ ^ffilw-C305-aa¥Lfeo #CV>"C % (2R, 5S) -4- 

[4-y7/-3 - (h'j7^o^f^) 7z-^] -2, 5-y^f;v^ 
7y>-l-*;v*-JV7D'J K558mg*Snx.> IsEiS-K T 17$$?$W:W Ltz 0 R(& 

v/v)i§tttgK£*K iim4fc^%358mg£#fc 

(2R, 5S) -4-(4->7/-3-^h^y7x-;V)-2, 5-v^;V 
_ N _( 6 _],ij 7 ;^n^ f-;i/-3- if y v*^) ^ K 

6 _( j. i; y )V*U*^ yy-3-^f;V*^W^ ^-;V500mgh 4 - [( 

2S, 5R)-2, 5 - yV f ;v 7 y > - 1 - ^ ] - 2 - ^ h ^ ^ V*^ 
h V ;V557mg£ h )V J- >5ml K j&JH U DBUO. 03ml ^^Dx.lOO'C KM LSBtlMft 2 
Lfco U ^»?:y'^^*7A^nv>^77^-t:#L 

, ^nn^;VA-^^y-;v(96:4, v/v)?#mg&«fc 19 > ^M4b^450mg«r#^o 
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Ex. :Hi6Wfri§\ Me : MS :#H1B*W*fcv* FABMS [M+H] 

*> O li (dec. ) 1 fco 
[0 0 3 2] 
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»1] 




Ex. 


R1 


R2 


Cy 




1-1 


OMe 


F 


-TV" 


MS: 408 




1-2 


CI 


H 


-o- 


MS: 394 




1-3 


OMe 


H 


-o- 


MS: 390 


NMR(DMSO-d6): 1.07 <3H, d, J=6), 1.20 (3H, d, J=7), 
3.28-3.38 (4H, m), 3.61 (1H, d, J=12), 4.29 (1H, br s), 
4.50 (1H, br s), 6.53 {1H, d, J=2), 6.60 (1H f dd, J=2, 9), 
7.44 (1 H, d, J=9). 7.70 (4H, s), 9.03 {1 H, s) 


1-4 


Br 


H 




MS: 438 




1-5 


OMe 


F 


-ex 

\ f CH, 


MS: 425 


NMR(DMSO-d6): 1.11 (3H, d, J=6), 1.19 (3H, d, J=6), 
2.51 (3H, s), 3.33-3.45 (2H, m), 3.68 (1H, d, J=12), 3.88 
(1H, d, J=12), 3.92 (3H, s), 4.31 (1H, br s), 4.51 (1H, br 
S), 6.36 (1H, d, J=2), 6.61 (1H t dd, J=2, 14), 7.65 (2H, d, 
j=9), /.do a, J=yj, o.yo (in, sj 


1-6 


CI 


H 




MS: 411 


NMR(DMSO-d6) 1.09 (3H. d, J=6), 1.18 (3H, d, J=7), 
2.51 (3H, s), 3.29-3.45 (2H t m), 3.67 (1H, d, J=11), 3.89 
(1H, d, J=13), 4.29 (1H, br S), 4.51 (1H, br S) f 7.00 (1H, 
dd, J=2, 9), 7.17 (1 H, d, J=2) t 7.66 (2H, d, J=9), 7.89 (2H, 
d, J=9), 8.94 (1H, s) 


1-7 


OMe 


H 




MS: 407 


NMR(DMSO-d6) 1.08 (3H, d, J=7), 1.20 (3H, d, J=7), 
2.51 (3H, s), 3.28-3.48 (2H, m), 3.62 (1H, d, J=12), 
3.85-3.94 (4H, m), 4.29 (1H, br s), 4.52 (1H, br s) t 6.54 
MH s) 6 60f1H d J=9) 7 44 f1H d J=9), 7.65 (2H. d, 
J=8), 7.88 (2H. d f J=8), 9.39 (1 H. s) 


1-8 


OMe 


F 




MS: 451 




1-9 


OMe 


H 




WO. A CC 

Mo. 465 




1-10 


OMe 


H 




MS: 449 




1-11 


OMe 


H 




MS: 395 




1-12 


OMe 


H 


-o-t 


MS: 410 




1-13 


CN 


H 


-o- 


MS: 385 


NMR(DMSO-d6): 1.09 (3H f d, J=6), 1.18 (3H, d, J=6), 
3.28-3.48 (2H, m), 3.75 (1H, d, J=>13), 3.89 (1H, d, J=13), 
4.33 (1 H, br s), 4.51 (1 H, br s). 7.30 (1 H, dd, J=2, 9), 7.61 
(1H. d f J=2) f 7.82 (1 H, d. J=9), 9.02 (1 H, s) 


2-1 


F 


F 




MS: 390 


NMR(DMSO-d6): 1.10 (3H, d, J=7), 1.17 (3H, d, J=7), 
3.30-3.47 (2H, m), 3.67-3.77 (1H, rn) f 3.83-3.94 (1H, m), 
4.24-4.35 (1H, m), 4.43-4.56 (1H, m), 6.92 (2H, d, J=13), 
7.28-7.45 (2H, rn), 8.00 (1H, d. J=5), 9.27 (1H, br s) 


2-2 


CF3 


H 




MS: 419 


IMMR(DMSO-d6): 1.11 (3H, d. J=7), 1.20 (3H, d, J=6), 
2.54 (3H, s), 3.30-3.50 (2H, m), 3.68-3.81 (1H, m), 
3.83-3.95 (1H, m), 4.32-4.55 (2H, m), 7.23-7.35 (2H, m), 
7.86 (1H, d, J=9). 8.79 (2H. s). 8.83 (1 H. br s) 


3-1 


OMe 


F 




MS: 425 


NMR(DMSO-d6): 0.89-1 .01 (4H, m), 1.10 (3H P d, J=7), 
1.18 (3H, d, J=6), 2.08-2.18 (1H, m), 3.27-3.45 (2H, m), 
3.64-3.74 (1H, m), 3.61-3.89 (1H f m), 3.92 (3H, s), 
4.26-4.37 (1H ( rn), 4.40-4.51 (1H, m), 6.34-6.39 (1H, m), 
S.57-6.65 (1H, m), 8.71 (2H. s). 8.78 (1H. br s) 



[0 0 3 3] 



ffiiE# 2003-3065548 



■M 2002-203690 A : 35/ 



Ex. 


R1 


R2 


Cy 




3-2 ( 


DMe 1 




_/=\ ' 


WIS: 399 




3-3 i 


DMe I 






lip:21 7-220 I 
AcOEt) 


S: 452 


3-4 


DMe I 






VIS: 409 I 


MMR(DMSO-d6): 1.11 (3H, d, J=6), 1.21 (3H ( d t J=6), 
3.28-3.49 (2H, m), 3.70 (1H, d, J=12), 3.86-3.95 (4H, m), 
*.33 (1H, br s), 4.50 (1H, br s), 6.37 (1H, br s), 6.61 (1H, 
jd, J=2, 14), 7.91 (1H, d, J=8), 8.15 (1H. dd, J=2, 8), 8.85 
(1H, d, J=2),9J25(1H f s) 


3-5 


DMe 


F 


Q~ 


VIS: 402 


MMR(DMSO-d6): 1.09 (3H, d, J=6), 1.19 (3H, d, J=7), 
3.30-3.48 (2H, m), 3.64-3.94 (5H f m), 4.32 (1H f br s), 
*.49 (1H, br s), 6.37 (1H, d, J=2), 6.61 (1H, dd, J=2, 6), 
7.32 (1H, d, J=2), 7.40 (1H, dt, J=2, 6), 8.00 (1H, d, J=6), 
9.29 (1H,s) 


3-6 


OMe 


F 




MS: 437 




3-7 


OMe 


F 




mp:184-190 
dec.) 

MeOH-Et 2 0) 


NMR(DMSO-d6): 1.13 (3H, d, J=6), 1.23 (3H, d. J=7), 
3.33-3.52 (2H, m), 3.66-3.76 (1H, m), 3.93 (3H, s), 
3.97-4.05 (1H, m), 4.29-4.40 (1H, m), 4.55-4.65 (1H, m), 
6.36-6.41 (1H, m), 6.58-6.66 (1H, m), 7.94 (1H, dd, J=5, 
8), 8.25-8.29 (2H, m), 8.51 (1H t br s), 8.93-9.00 (1H, m), 
9.06 (1 H, dd, J=2, 5), 9.45 (1 H. br s) 


3-8 


CI 


H 


-0"°* 

> — H 


MS:365 


NMR(DMSO-d6): 1.09 (3H, d, J=6), 1.19 (3H, d, J=6), 
2.54 (3H, s), 3.30-3.43 (2H, m), 3.68 (1H, d, J=12), 3.87 
(1H, d, J=14), 4.25-4.35 (1H, m), 4.42-4.52 (1H, m), 7.01 
(1H, dd, J=3, 9), 7.18 (1H, d, J=3), 7.67 (1H, d, J=9), 8.79 
(2H.S) 


3-9 


CI 


H 




MS: 411 


NMR(DMSO-d6): 0.85-1.05 (4H, m), 1.09 (3H, d, J=6), 
1.18 (3H, d, J=7), 2.06-2.20 (1H, m), 3.26-3.46 (2H, m), 
3.68 (1H, d, J=13), 3.86 (1H, d, J=14), 4.30 (1H, br s), 
4.47 (1H t br s), 7.01 (1H, dd, J=2, 9), 7.18 (1H, d, J=2), 
7.67 (1 H, d, J=9), 8.72 (2H, s), 8.78 (1H, S) 


3-10 


CI 


H 




MS: 468 




3-11 


Ci 


H 




mp:222-224 
(AcOEt-BO 
H) 




3-12 


C) 


H 




yC. one 

Mb. oyo 


3.33-3.50 (2H, m), 3.69 (1H, d, J=13), 3.90 (1H, d, J=14), 
4.31 (1H,brs),4.51 (1H,brs),7.01 (1H, dd, J=2, 9), 7.18 
(1H, d. J=2), 7.68 (1H,d, J=9). 7.91 (1H, d, J=9), 8.16 
{1H. dd. J=2. 9). 8.85 (1H, d. J=2). 9.25 (1H. s) 


3-13 


OMe 


H 




MS: 381 




3-14 


OMe 


H 




MS: 391 


NMR(DMSO-d6): 1.08 (3H, d, J=7), 1.23 (3H, d, J=7), 
3.30-3.95 (7H, m), 4.31 (1H, br s), 4.51 (1H, br s), 6.54 
(1H, d, J=2), 6.61 (1H, dd, J=2, 9), 7.45 (1H, d, J=9), 7.91 
(1H, d, J=9), 8.15 (1H, dd, J=2, 9), 8.85 (1H, d, J=2), 9.25 
(1H.S) 


3-15 


OMe 


H 




mp:211-213 
(AcOEl) 


NMR(DMSO-d6): 1.09 (3H, d, J=6), 1.23 (3H, d, J=7), 
3.30-3.40 (1H, m), 3.42-3.52 (1H, m), 3.60-3.68 (1H, m), 
3.86-3.96 (1H, m), 3.90 (3H, s), 4.24-4.38 (1H, m), 
4.44-4.60 (1H, m), 6.50-6.66 (2H, m), 7.44 (1H, d, J=9), 
7.79 (1H, d. J=8). 8.19 (1H, dd, J=2, 8), 8.86 (1H. d, J=2), 
9.16 (1H, brs) 


3-16 


OMe 


H 


-CV^- 


MS: 464 
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[f3] 



Ex. 


R1 


R2 


Cv 


Steffi 


3-17 


OMe 


H 




VIS: 407 


NJMR(DMSO-d6): 0.85-1.02 (4H, m), 1.08 (3H, d, J=6), 
1.20 (3H, d, J=7), 2.08-2.20 (1H, m), 3.26-3.50 (2H, m), 
3.58-3.67 (1H f m), 3.83-3.94 (1H, m), 3.85 (3H f m), 4.30 
[1H, br s), 4.47 (1H, br s), 6.54 (1H, br s), 6.56-6.68 (1H f 
i\) t 7.44 (1 H f d. J=9). 8.72 (2H, s), 8.79 (1H, br s) 


3-18 


OMe 


H 


K 
Q- 


MS: 384 


MMR(DMSO-d6): 1.08 (3H, d, J=6), 1.22 (3H, d, J=6), 
3.30-3.50 (2H, m), 3.57-3.93 (5H, m), 4.31 (1H, br s), 
4.51 (1H, br s), 6.54 (1H, d, J=2), 6.61 (1H, dd. J=2, 9), 
7.34 (1H, d. J=2), 7.38-7.43 <1H, m), 7.45 (1H, d, J=9), 
3.00 (1H, d, J=6). 9.29 (1H. s) 


3-19 


OMe 


H 


-o 


MS: 381 




3-20 


F 


H 




mp:175-176 

AcOEt-hexa 

ne) 

MS: 422 




3-21 


Br 


H 




mp:98~101 
fctZO) 


NMR(DMSO-d6): 0.89-1.00 (4H, m), 1.09 (3H, d. J=7), 

-t 1 q /QUI rl I— *7\ O no 9 i 7 /i l-l m\ Q OQ *Z A A /OUI m\ 

3.67 (1H, d, J=12), 3.86 (1H, d, J=13), 4.29 (1H, br s), 
4.46 (1H, br s), 7.04 (1H, dd ( J=3, 9), 7.30 (1H f d, J=3), 
7.64 (1H, d. J=9), 8.72 (2H. s), 8.78 (1H, s) 




Br 

br 


rf 




mp:116-118 
(Et20) 




3-23 


Br 


H 




mp.216-218 

(AcOEt-hexa 

ne) 


NMR(DMSO-d6): 1.09 (3H, d, J=7), 1.20 (3H. d, J=6), 
3.30-3.38 (1H, m), 3.40-3.49 (1H. m), 3.63-3.72 (1H, m), 
3.86-3.99 (1H. m), 4.25-4.35 (1H, m), 4.45-4.56 <1H, m) t 
7.01-7.07 (1H, m), 7.2B-7.32 (In, m), 7.65 (in, O, J=9/ f 
7.79 (1H, d, J=9), 8.15-8.22 (1H, m), 8.82-8.87 (1H, m), 
9.15 (1H, s) 


3-24 


Br 


H 




MS: 439 




3-25 


Br 


H 




MS: 464 




3-26 


Br 


H 




MS: 432 


NMR(DMSO-d6): 1.07 (3H, d, J=6), 1.19 (3H, d, J=7), 
3.29-3.37 (1H, m), 3.38-3.47 (1H, m), 3.61-3.72 (1H, m), 
3.83-3.92 (1H, m), 4.23-4.34 (1H, m), 4.44-4.54 (1H, m), 
7.03 (1H, dd, J=2, 9), 7.26-7.34 (1H, m), 7.37-7.42 (1H, 
nri 7 64 f1 H d J=9> 8 00 M H d J=6) 9.27 (1 H. br s) 


3-27 


Br 


H 




MS: 446 


NMR(DMSO-d6): 1.07 (3H, d, J=6), 1.19 (3H, d, J=7), 
3.28-3.37 (1H, m), 3.38-3.47 (1H, m), 3.61-3.72 (1H, m), 
3.83-3.92 (1H, m), 4.23-4.34 (1H, m), 4.43-4.53 (1H, m), 
7.03 (1H, dd, J=2, 9), 7.29 (1H, d, J=2), 7.49 (1H, d, J=2, 
5), 7.64 (1H, d, J=9), 7.67 (1H, d, J=2), 8.16 (1H, d, J=5), 
9.19 (1H, brs) 


3-28 


Me 


H 




mp:220-223 

(toluene-AcO 

B) 


NMR(DMSO-d6): 1.07 <3H, d, J=6), 1.22 (3H, d, J=6), 
2.40 (3H, S), 3.26-3.35 (1H, m), 3.40-3.49 (1H, m), 
3.56-3.64 (1H, m), 3.87-3.96 (1H, m), 4.22-4.32 (1H, m), 
4.43-4.57 (1H, m), 6.84-6.90 (1H, m), 6.92-6.97 (1H, m), 
7.52 (1H, d, J=9), 7.79 (1H, d, J=8), 8.16-8.23 (1H, m), 
8.83-8.87 (1H, m), 9.16 (1H, s) 


3-29 


O-tBu 


H 




MS: 476 




3-30 


CF3 


H 




MS: 445 


NMR(DMSO-d6): 0.88-1.01 (4H, m), 1.11 (3H, d, J=7), 
1.20 (3H. d, J=7), 2.08-2.18 (1H, m), 3.35-3.49 (2H, m), 
3.70-3.79 (1H, m), 3.83-3.93 (1H, m), 4.33-4.55 (2H, m), 
7.24-7.33 (2H, m), 7.85 (1H, d, J=8), 8.72 (2H, s), 8.79 
(1H,brs) 



[0 0 3 5] 



ffiiE# 2003-3065548 



2002-203690 ^ : 37/ 
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Ex. 


R1 


R2 


Cy 




3-31 ( 


:F3 \ 


i 




rfS: 461 r 

1 


JMR(DMS0-d6): 1.11 (3H, d, J=6), 1.20 (3H, d, J=6), 
.33 (9H f s), 3.35-3.50 (2H, m), 3.70-3.79 (1H, m), 

i oa n no 14 LJ m\ A OO.vl cc /OU rrt\ "7 OA 7 (OVA m\ 

1.84-3.93 (in, m), 4.oo-4.oo (*£n, mi J, t.£n-f.oo |cn, my i 
\85 (1 H. d, J=9). 8.82 (2H. s). 8.86 (1 H. br s) . 


3-32 ( 


:F3 i 


-\ 




S : 443 r 


slMR(DMS0-d6): 1.14 (3H, d, J=7), 1.23 (3H, d, J=7), 
1.35-3.55 (2H, m), 3.73-3.82 (1H, m), 4.07-4.18 (1H, m), 
1.35-4.45 (1H, m), 4.61-4.72 (1H. m), 7.26-7.35 (2H, m), 
'.86 (1H, d, J=9), 7.94 (1H, d, J=10), 8.14 (1H, d, J=2) f 
5.22-8.28 (1H, m), 8.42 (1H, d, J=2). 9.42 (1H, br s), 9.59 
1H. br s), 14.7 (1H, brs) 


3-33 


3F3 


H 




VIS: 461 




3-34 


CF3 


H 


xx> HCI 


VIS: 443 




3-35 


CF3 


H 




MS: 469 




3-36 


CF3 


H 




MS: 495 


NMR(DMS0-d6): 1.00-1.28 (10H, m). 2.23-2.36 (1H, m), 
3.36-3.52 (2H, m), 3.76 (1H, d, J=12), 3.95 (1H, d, J=13), 
4.32-4.46 (1H, m), 4.47-4.64 (1H, m), 7.20-7.37 (2H f m), 
7.78 (1H ( d, J=9), 7.86 (1H, d, J=9), 8.02 (1 n, 00, J=Z, 9), 
8.21 (1 H, d, J=2). 9.00 (1H. s), 9.33 (1 H, s) 


3-37 


CF3 


H 


^^^^ 


IVl O. *KJ/ 


NMRfDMSO-d6V 1 10 (3H d. J=6). 1.20 (3H, d, J=7), 
2.54-2.60 (2H, m), 3.00-3.07 (2H, m), 3.35-3.50 (2H, m), 
3.69-3.78 (1H, m), 3.86-3.95 (1H, m), 4.31-4.41 (1H, m) f 
4.48-4.58 (1H, m), 7.26 (1H, dd, J=2, 9), 7.30 (1H, d, 
J=2). 7.49 (1 H, dd, J=2, 8), 7.53 (1 H, d, J=8) f 7.76 (1 H, bl 
s), 7.85 (1H, d. J=9). 9.00 (1H. br s) 


3-38 


CF3 


H 


XX) 


FABMS 453 
[M-H]- 


NMR(DMSO-d6) 1.14 (3H, d, J=7), 1.20 <3H, d, J=7), 
3.38-3.64 (2H, m), 3.77 (1H, d f J=12), 3.97 (1h\ d, J=14), 
4.40 (1H, br s), 4.59 (1H. br s). 7.25-7.35 (2H, m), 7.86 
(1H, d, J=9), 7.96-8.05 (2H, m), 8.29 (1H f d t J=2), 8.77 
(1H. d. J=2), 8.84 (1H. d, J=2). 9.13 MH. s) 


3-39 


OMe 


OMe 




MS: 464 




3-40 


CN 


H 


^ — N 


MS: 429 




3-41 


CN 


H 




MS: 376 




3-42 


CN 


H 


-CH 


MS: 402 




4-1 


F 


OMe 


-o-% 


MS: 448 


NMR(DMSO-d6): 1.09 (3H, d, J=6), 1.16 (3H, d, J=7), 
1.38-1.45 (2H, m), 1.64-1.71 (2H, m), 3^8-3.43 (2H, m), 
3.62-3.70 (1H, m), 3.80-3.90 (1H, m), 3.92 (3H, s), 
4^4-4.34 (In, m), 4.42-4.52 (in, m), o.oo (in, or 5» 
6.55-6.64 (1H, m), 7.22 (1H, d, J=9), 7.50 (1H, d, J=9), 
8.64 (1H.S) 


4-2 


CF3 


H 




MS: 460 




4-3 


CF3 


H 




MS: 459 


NMR(DMSO-d6): 1.11 (3H, d. J=7), 1.21 (3H, d, J=7), 
3.34-3.51 (2H, m), 3.68-3.80 (1H, m), 3.86-3.97 (1H, m 
4.30-4.44 {1H, m), 4.47-4.60 (1H, m), 5.34 (2H, s)j 
7.22-7.34 (2H, m), 7.62 (1H, dd, J=1, 8), 7.77 (1H, d, 
J=9). 7.80-7.92 (2H. m), 9.12 (1H. s) 


4-4 


CF3 


H 




MS: 474 
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»5] 



Ex. 


R1 


R2 


cy 




4-5 


CF3 


H 




MS: 539 


NMR(DMSO-d6): 1.13 (3H, d, J=6), 1.20 (3H, d, J=6) f 
3.36-3.62 (5H, m) t 3.71-3.77 (5H, m), 3.86 (1H, d, J=12), 
3.93 (1H, d, J=13), 4.37 (1H, br s), 4.55 (1H, br s), 7.18 
(1H, d. J=9), 7.27 (1H, d, J=9), 7.31 (1H, s), 7.51 (1H, d, 
J=9), 7.65 (In, 0, J=9), 7.76-7.78 (ZM, rn), 7.98 (1H, d, 
J=9).8.68 (1H.S) 


4-6 


CF3 


H 




MS: 485 




4-7 


CF3 


^1 




MS: 540 




4-8 


CF3 


H 


0 


MS: 471 




4-9 


OMe 


F 


^^-» HCI 


MS: 454 




4-10 


OMe 


F 




MS: 439 




4-11 


OMe 


H 


rr 


MS: 424 




4-12 


OMe 


H 


Ci 


MS: 424 




4-13 


OMe 


H 


XX., 


MS: 458 




4-14 


OMe 


H 


Xx o 

CM 


MS: 424 




4-15 


OMe 


H 




Mo. 4U4 




4-16 


OMe 


H 


XO 


[M-H]- 




4-17 


OMe 


H 


x<r 


MS: 430 




4-18 


OMe 


H 


"XX. 


MS: 404 




4-19 


OMe 


H 




MS: 404 




4-20 


OMe 


H 


CN 


MS: 404 




4-21 


OMe 


H 




MS: 404 




4-22 


OMe 


H 


"xc; 


MS: 450 
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Ex. 


R1 


R2 


Cy 




4-23 


OMe 


H 


XT" 


MS: 420 




4-24 


OMe 


H 




MS: 416 




5 


CF3 


H 


Yl 


MS: 512 


NMR(DMSO-d6): 1.10 (3H, d, J=7), 1.20 (3H, d, J=6), 
3.36-3.53 (2H, m), 3.68-3.85 (2H, m), 4.30-4.53 (2H f m) f 
7.21-7.33 (2H, m), 7.78-7.82 (2H. m), 7.85 (1H, d, J=9), 
7.94-7.98 (1H, m), 8.88 (1H, br s) 


6-1 


OMe 


H 


"XX.. 


MS: 458 




6-2 


OMe 


H 




MS: 474 




7-1 


OMe 


H 


o- 


MS: 434 




7-2 


Br 


H 




MS: 483 
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*SfcR»fctfJRU*£lttU ig&KGENETICIN (£&ffi|g) (^tv^f y»» 

tv-;v v 7x5-€wf-^ -ans^fcrnnrw Kf&mi-&m£mgp*# tft (ch 
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a) h TV Kny>»i:jttt^?Stt«^)ffi (agonist^) 
aMWrV&&J&fffifflm&te i tfCH0/SV40^^«^m«^?r> -e^-rtL 

9ewlljWlft**ffl^5 y - h KlXlO^IBS^ 6-8INPWHfeWI&Wfl:#** 

#jft20/il*iJPiL<BI&*#^U 0.47mM 7 x V >S:ttf 7 x 7 -b*SI 

*wmY&®K s. zmmmmmumm £inM mmc x o ti^^gfstt 

(%) =10 0 (X-B) / (I-B) 
I : InM WYZffito L t&>&<D (MMTV^ y7xy- 4f fim) / (SV40;v y7x7 

B -M^mX<0 (MMTV^v 7 ± 9 - Effete) /(SV40;V v "7 -x 9 — f&tt) 
X : ^H^Ht^ * mu L rc^^O (MMTV;v v 7 * 9 - / (SV40;i" v 

b) t h T > Kn^>$#^mt-r*IE^fiHt^«I«yf^ffl^>ffFffi (antagonist 
CH0/WI7£^IC3£&tem& J: t^/SV40£^IC$£&#*IBJI&&, *-*te*L 

X Zfl0% ? y -fe n - ;V =gr-^tf?#m20 ^ 1 £Jn x.«M& t , 0. 47mM ;V->7x V 

>-£^fr;vv7i7--tr*scr&ioo,u isrjjnx., )^<y * - ? -^m^x^jtm.* 
^ftm^t^ssK x ztm^ffi&ikmfflftm £o. 3nM dhtk £ o tL&<g^ 
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(%) =100 d' -x' ) / (i* -b) 

I' :0.3nM WW^mm LfcS^O (MMTV;V v 7 * 9 — fe*^tt)/(SV40;V v 
B : IMS-? O (MMTV^ v 7 ^ 9 - -tf i&te) / (SV40;v V7x9- "if 
- -tf fiH£) / (SV40;V ~>7x7- ffitt) 

[0 0 3 9] 

( i ) 77 h m2.mmmmfrm<7>mm 

y't^fXf, 800XgX20#W»'MM£&, ±ft£$fcC223,00OXgX6O#ffl»'k 

ML, ±M£li|JlXL*HJfe«#Wfc»fco 

( 1 ) -CWfcUBfl&K^lH £ * > ^ * «afC2mg/ml CHS Lfc^^^y > T 
> KnyvffMti: Lfco 7^h T> V & V > ^mttefeWMOO /u 1K 3 H- 

H-^E-e-e^-r^lnM, 4%fc££ «M*Dx.;i:i&W:I:£500,ul£: L£o 4 < CT' 

18l$ffl#«Lfc&. 0.05% Wf5^-T7 Oi5J:O f 0.5% G-60&#*> 
»i£500,u l&inxil'frU 4 < C-C15^#gL^lc^L,^|LTJivt : Sr!lIlDlL 
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o 

[0 0 4 0] 

( 3 ) 3h - S V n > (7)#^ W^^^-t & #|PJHfc^<7> 
^H^b^#^^tfDMS0^^m^ : &^X-'C 3 H- ^ #l/n > ^IsI^f^P^. 
(2) tFlW.^K!B2^ *HTOW^lElf:l^W9y b T>Kny> 
$f 3 H - 5 y<7)#I^^t*^^o £<£Hilt (2) "C 

<7>IC50£m#>£ o £^aC50^<b$^#§^i£Cheng and Prusoff K £ ^ 

*:Cheng Y.C. and Prusoff W.H., Relationship between the inhibition cons 
tant (Ki)and the concentration of inhibitor which cause 50% inhibition o 
f an enzymatic reaction., Biochem. Pharmacol. , 22, 3099(1973) 

[0 0 4 1] 

xmmmm 1 1 s 1 la 1 5 Bmm^mn^Lfz 0 wmk^&nm^ m.®m 

m/bm (%) =10 0 (B-A) /B 

a : wtMm<om&^vmm& 
b : nmm<omvm^JBmMM 

*%Wik&Wfco\<*X, in vitroMtti: LTlE^Stt^bWWf^fflR^ in viv 
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[0 0 4 2] 
[^7] 





in vitro fiH4(nM) 


in vlvo8H4(ED50 mg/kg) 


3-9 


78 


4.5 


3-12 


40 


1.7 


3-15 


130 


4.1 | 


3-2 3 


53 


1.1 


3-3 0 


■ 68 


3.9 


#m<k&m i 


80 


11.3 


2 


63 


9.9 



MUttfe® 1 : W000/17163 flBttO^fflffl! 18-4 
*MflMfr&*2 : W000/17163 fEifc©Ul»J 18-7 

[0 0 4 3] 

mi&mtt>bfr%^±M2ik&m*m$iLfzo wooo/m63«K «*>«r^flittoaiv^ 

O JfctfcKjfrv*-C\ ±m&5kWik& i ®<0 in vitroMttii l/2~lt;2 fSSK-C* & 

<DKttL, vivovmm* 5 ~ i o t =?mw-Kmii't?$>& - 1 - *l 
mxmto *> +^ai*-e* o /Co 

o 

[0 0 4 4] 
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